INTRODUCTION
The aim of this clinical update is summarize articles and guidelines published in the last year that are scientifically rigorous and have the potential to impact women's health clinical practice.
Methods. We used two independent search strategies to identify potentially relevant articles published between March 1, 2008 and February 28, 2009 . We reviewed journal indices from the New England Journal of Medicine, Journal of the American Medical Association, Annals of Internal Medicine, Archives of Internal Medicine, Journal of General Internal Medicine, British Medical Journal, Lancet, Circulation, Diabetes and Obstetrics and Gynecology. We also reviewed Journal Watch, Journal Watch Women's Health, and the ACP Journal Club and the Cochrane database of systematic reviews. Second, we did a MEDLINE search using the medical subject heading, "sex factors." All three authors, reviewed all article titles, abstracts and when indicated, full text publications. We focused on articles relevant to general internists and excluded articles focusing on obstetric medicine. We also identified new and or updated women's health guidelines that were released during the same time period. Using a process of individual ratings and discussion, we reached consensus about the most important articles.
RESULTS
We identified 122 articles with potential relevance to women's health; 34 articles were selected for presentation as part of the clinical update and 14 for detailed discussion in this paper. What is already known. When national guidelines (ATP III) for cholesterol lowering were applied to the NHANES population, 58% of women over 60 and men over 50 qualified for statin treatment. However, only 24% of those eligible in NHANES reported current statin use. 1 Inflammation has also been linked to CHD risk. High sensitivity CRP, blood pressure as well as CHD and stroke events decrease with a DASH-style diet. What is already known. Women with diabetes have not experienced the decrease in all-cause and cardiovascular mortality documented in diabetic men over the last several decades. 3 For diabetics with known cardiovascular disease the risk of dying is also greater for women (hazard ratio 2.2 for women, 1.7 for men). 4 Diabetic women also receive less aspirin and statins than diabetic men. 5, 6 What do these studies add?. Over 30 years, in the original Framingham cohort, the risk of developing CVD was 67% in women with diabetes compared to 38% in women without diabetes. In the Framingham offspring cohort, CVD rates were lower: 48% of women with diabetes and 26% of women without diabetes developed CVD. Furthermore, among diabetic women in the original cohort, over thirty years, CVD would occur in 79% of the obese diabetic women compared with 55% of the normal-weight women A retrospective exploration of mortality within two years of the diagnosis of type 2 diabetes from 1996-2006 was completed from The United Kingdom General Practice Research Database. 7 Overall incidence of diabetes increased. In women the relative decline of mortality within two years of diabetes diagnosis was 26% compared with a 47% decrease among men. Also noted were gender differences in medications at time of diabetes diagnosis-more men than women were on reninangiotensin system drugs, and statins. More women than men were taking metformin. What does this study add?. After 1032 obese adults successfully completed six months in a weight loss program with at least 4 kg weight loss, they were randomized for thirty months into the following: 1) Three monthly phone contacts alternating with one monthly in person visit; 2) at least weekly participation in an interactive web-site; or 3) "self-motivation"-which provided written materials and follow-up at 12 months. While the initial weight loss was on average 8.5 kg, after 30 months of follow-up most participants regained substantial weight in all three groups. What is already known. Some clinical guidelines suggest that the menopausal symptoms last from 6 months to two years.
CARDIOVASCULAR DISEASE
Ridker
11,12
Hormone therapy is the most effective therapy for menopausal symptoms. Guidelines recommend using the "lowest dose for the shortest duration" 13, 14 because of the known risks and benefits of hormone therapy. However, data are limited regarding the natural duration of menopause because many studies only follow women up to two years after menopause.
15,16
What does this study add?. This rigorous meta-analysis included ten studies with over 35,000 participants. The authors used a clear definition of vasomotor symptoms. Overall, vasomotor symptoms increased in the two years before the final menstrual period, peaked one year after the final menstrual period and did not return to baseline levels until 8 years after the final menstrual period. About half of women had continued symptoms during the four years after the final menstrual period and 10% continued to have symptoms up to 12 years after the final menstrual period. The prevalence of bothersome symptoms peaked about 1 year after the final menstrual period and decreased 3-7 years after the final menstrual period.
Recently published evidence based guidelines for the use of hormone therapy (HT) focus on the use of HT for symptomatic relief. Highlights of the guidelines include putting the absolute level of risk with HT use in perspective, acknowledging that there are no data to support any particular route of administration, and advising greater caution in prescribing HT to women over the age of 60, since the risk of CHD associated with HT is greater in older than in younger women 17 How should I change my clinical practice?. We should counsel women that menopausal symptoms generally last about 4 years. Women who are considering hormone therapy for symptomatic treatment should consider the risks and benefits of hormone therapy within the context of the longer duration of use, although it is not known exactly what duration of use is safe. How should I change my clinical practice?. Although hip and other major fractures have been associated with an increase in mortality, the increased mortality following minor fractures is important new information. Any fracture is associated with an increased 5-10-year mortality risk. In addition, a subsequent fracture is associated with an increased mortality risk for 5 more years. We should pay more attention to non-hip, nonvertebral fractures.
OSTEOPOROSIS
One potential tool clinicians can use to calculate the 10-year probability of fractures is the FRAX tool, developed by the World Health Organization. It has been suggested that treatment is beneficial when there is a 10-year risk of hip fracture of ≥3% or a 10-year risk of a major osteoporosis related fracture that is ≥20% based on the US adapted WHO algorithm. What is already known about this topic?. Sexual side effects of serotonin reuptake inhibitors (SRIs), particularly delayed orgasm, can affect 30-70% of women and men. 23 What does this study add?. This 8-week, 7-site, randomized, double-blind, placebo-controlled trial included 98 sexually active premenopausal women whose major depression was remitted by serotonin uptake inhibitors, but who were also experiencing sexual dysfunction. These women were randomized to sildenafil, 50-100 mg before sex, versus placebo. The primary outcome of the study was based on the 7-point, anchored, clinician-rated Clinical Global Impression scale, adapted for sexual function. 32 Multiple other measurements of desire, arousal, and orgasm were examined. For the primary outcome, both the sildenafil and placebo groups reported an improvement in sexual function, with a larger mean improvement in sildenafil users. In the intent to treat analysis, the mean difference between groups on this 7-point scale was 0.8 (p=0.001). A more conservative analysis assumed that women who did not return for the final visit at 8 weeks returned to baseline sexual function, and these results showed a mean difference between groups of 0.6 (p= 0.03). Most secondary outcomes were not statistically significant; however those that measured orgasm tended to demonstrate statistical significance. Side effects of sildenafil included headache, visual disturbances, dyspepsia, flushing, and nasal congestion.
How should I change my clinical practice?. The clinical significance of a mean change of 0.8 on a 7-point sexual satisfaction scale is unclear, and sildenafil is not without side effects. Sildenafil is also not FDA approved or covered by most insurance companies for women. So, in practical terms, it is not likely that sildenafil use will substantially increase for women with SRI-associated sexual side effects. However, this study reminds us of the importance of taking a sexual history before and after initiation of SRIs.
URINARY INCONTINENCE
Weight-Reduction and Urinary Incontinence What is already known about this topic?. Observational studies have suggested that obesity is a strong risk factor for urinary incontinence. [33] [34] [35] [36] For obese women, weight loss, including that from bariatric surgery [37] [38] [39] may have a beneficial effect on urinary incontinence [37] [38] [39] [40] [41] , particularly for stress urinary incontinence.
What does this study add?. This two-site, 6-month, randomized clinical trial enrolled 338 overweight and obese women with at least 10 urinary incontinence episodes per week. 226 women who received diet, exercise, and behavior modification lost an average of 7.8 kg; 112 women who received a structured education program lost an average of 1.5 kg (p < 0.001). Incontinent episodes decreased from 24/week (in both groups) to 13/week in the weightloss group (47% reduction versus 28% in the control group, p=0.01). Stress incontinence was reduced more than urge incontinence in the intervention group.
How should I change my clinical practice?. In overweight and obese women, moderate weight reduction has multiple benefits, including the potential for decreasing incontinent episodes, particularly stress incontinence episodes. The intervention was modeled after weight-reduction programs used in large diabetes trials, and it required 1-hour weekly meetings for 6 months. Although the 8% weight loss observed in the intervention group may be difficult to replicate over 6 months in practice, weight reduction is generally without side effects and has other health benefits. This study provides evidence for yet another benefit of a rigorous weight-reduction program. What is already known about this topic?. For women with urgepredominant urinary incontinence, antimuscarinic medications and behavioral treatments are both considered safe and effective first-line treatments. [42] [43] [44] Many women, however, discontinue these medications. Furthermore, few studies have examined the effectiveness of either therapy alone compared to combination therapy. [45] [46] [47] What does this study add?. This randomized clinical trial of 307 women with urge-predominant incontinence studied 10 weeks of tolterodine alone versus 10 weeks of tolterodine plus behavioral training, examining outcomes at 8 months. The primary outcome was the proportion of women at 8 months who were not taking medications AND had achieved a 70% or greater reduction in the frequency of incontinence episodes. In both groups, this proportion was 41%, and therefore not statistically significant. At 10 weeks, there was a modest, nonsignificant improvement in the frequency of incontinence in the combination group. Combination therapy had a statistically significant benefit for patient satisfaction, perceived improvement, and reduction of other bladder symptoms.
Behavioral and Drug Therapy for Urge Urinary Incontinence
How should I change my clinical practice?. Although combination therapy for urge incontinence improved several secondary outcomes of this study, it did not augment drug therapy in improving urge incontinence at 8 months, nor did it enhance the ability to discontinue medications at 8 months. In clinical practice, therefore, behavioral treatments may have beneficial effects on satisfaction and other secondary outcomes; but many women with urge incontinence will require long-term medication for maintenance. What is already known about this topic?. Mammography in women with dense breasts is associated with increases in both false positive and false negative readings. 48 In some studies, particularly studies of women with dense breasts, the addition of a screening ultrasound has been shown to improve sensitivity. [49] [50] [51] The number of cancers detected in the literature from screening breast ultrasounds is still quite small, at less than 200, in over 48,000 exams reported. [49] [50] [51] What does this study add?. What is already known about this topic?. Combined menopausal hormone therapy (HT) increased the risk of breast cancer in the Women's Health Initiative (WHI) study. 52 Observational studies have suggested that HT also increases the false positive rate of screening mammography. [53] [54] [55] Prior to these studies, the effects of HT on breast cancer detection in a large randomized controlled trial had not been examined, nor had the time course for these effects been carefully examined. Additionally, the link between the observed decrease in breast cancer incidence and the decrease in HT use 56, 57 had not been examined in the WHI population.
BREAST HEALTH Screening Breast Ultrasound and Mammography
What do these studies add?. In the WHI HT trial, the cumulative rates of abnormal mammograms and breast biopsies in women randomized to HT were significantly higher than these rates in women randomized to placebo (P<0.001 for both comparisons). Although breast cancers were significantly increased and were diagnosed at higher stages in the HT group, biopsies in the HT group less frequently diagnosed cancer. After stopping HT, its adverse effects on mammograms persisted for at least 12 months. Additionally, by examining trends in breast cancer diagnosis in the WHI setting, where mammography rates and HT use were carefully monitored, investigators could rigorously examine the potential cause-effect relationship between stopping HT and decreasing breast cancer risk.
How should I change my clinical practice?. Women on longterm HT should be counseled not only of the increased risk of breast cancer, but also about the increased risk for false positive mammograms that could lead to breast biopsies. After 5 years, over 10% of HT users would be expected to experience an otherwise avoidable false positive mammogram; and over 4% of HT users are predicted to require an otherwise avoidable breast biopsy. After stopping HT use, breast cancer risk decreases rapidly, as does the risk of abnormal mammography. It may take several years for these risks to return to the baseline risk of a non-HT user.
